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Thank you for sending me the lettm fma Clark. flowever I think it would be 
qufte Inappropriate for m to anmer it directly. I will take the occasion to let 
~~know the current status of our work on the problm. 

In I& co11 K-12, t&3 results of copper trentm;n-i;z h-m been much rme irratic, 
and I am no-t convinced that an makpm mutation occurs in that strdn. A fw 
smll colony types can of courze '00 isolated but these have a mcil less chzrsctes 
istic appearance than do the variants from strain 3 and at best occur in ohlg a 
Sporatic fashion. Niss 3yers wi~ll also be survcyirg a rnsiber of other potentially 
crossable strains for what my prove to be more sctisfactory mtxrial for breeding 
caperimmts. She has also done a fox-r crosses with the so-called smll colony varimts 
of K-12 and +&se irtove indicated only a typical genetic mutation as the basis of the 
cywth defect. 

We &ad not ourselves intended to do anything by way of a cytologic~ or a 
~,3rtochenical study on tb2 s situation until tb gcmtic an@ was cleared up. I sec3 
ru reason whatsoever why you should not comply with L;r. Clark*s request but it would 
.$e most discreet of course i?' you could convey to him the fact of Pfiss 3yor's interest 
In the probleni, I? he would then like to pursue the mattm rfurther directly with me, 
ltwould be of coWse mm thanapqopriate forhtn to write me directly. 

I have been a little concerned about the sigx¶.fioance of mxcleic acid ration in 
tbs variant in that these ratios have a distinct dependence on the growth phase of the 
CUltUrO. The mall colony vxiant obviously follom a different course for its growth 
in t&e. I do not ix3;1 ;‘3‘i 2 ,3 b~aii .:,sz, ,.~~xi:~ly 
kida of culture. Had you noticed, 
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in this connection, tile pr;-per by Mjan& whim 

appeared in the Annalea of the Pasteur Institute for October 19531 He reports that 
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ImE&s resistant to streptomycin become richer in ?XA and poorer in DS!A. 

EntVely aside frm aU. this I have hoped 
~ou;sider a nucleic acid analysis of ~oml ati 
cur/\h,ave any chance of being effective, I will 
~u~jwes at your own convenience. 

I realize how preoccupied 
(ward to hearing fro3 you at 
sgientiflc work again at Yale. 

you mst be at 
grea'ct?r length 

w3 
/ 
j cl. 

that I could still rzmsuade you to 
small colony :;-cast. If my Frsuf!sion 
be htippy to send you representat;ive 

the present time, but uill look 
&haps when you k~e taken up your 

Yours sincerely, 

Joshua Lederberg 


